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March 10, 2008
T0: Members of the Committee on Public Health

FROM:  Kevin W. Chamberlin, PharmD
Assistant Clinical Professor
UConn Scheol of Pharmacy
&
Board of Directors
Connecticut Chapter of the American Society of Consultant Pharmacists

RE: Testimony on SB 654, AAC the Availability of Prescribed Antiepileptic Drugs

Dear Members of the Committee;

I am an Assistant Clinical Professor of Internal Medicine & Geriatric Pharmacotherapy for the
University of Connecticut School of Pharmacy with an active inpatient clinical practice at the
University of Connecticut Health Center. As part of my teaching and patient care responsibilities, |
educate our pharmacy students, medical students, and medical residents on seizure disorders and
the antiepileptic drugs, including a 4-hour lecture to the pharmacy students on this topic. Thus, my
written testimony is not only that of my own opinions, but also that backed by medical literature, or
lack there of.

Generic substitution of antiepileptic drugs (AEDs) is a controversy beyond the purview of the
general public. Many newer AEDs (e.g., zonisamide, lamotrigine, topiramate, gabapentin,
oxcarbazepine) have had or soon will have patents expire. All of the older AEDs, except
divalproex sodium, are available in generic products.

At the 615t Annual Meeting of the American Epilepsy Society (AES) in Philadelphia, PA on
December 1, 2007, Michae! Privitera, MD {University of Cincinnati, OH) announced that the AES is
in discussions with the US Food and Drug Administration (FDA} to get agreement on a protocol for
the development and completion of a valid, controlled, prospective clinical trial to determine
*...once and for all whether substitution of brand-name antiepileptic drugs with generic agents may
put some patients with epilepsy at undue risk of breakthrough seizures and/or toxicity,”

Current FDA bicequivalency regulations require the area-under-the-curve and absorption rate of a
generic product to be within 80 - 125% of mean values for the brand product and for the 90%
confidence interval around the geometric mean for the generic product to be within the 80 - 125%
range for the brand product. The FDA currently makes no distinction in these standards for drugs
or disease states that are complex of critical.
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Generic drug manufacturing rests on “bloequivalence.” A generic drug must be determined to be
“bioequivalent” to its name brand predecessor drug before the FDA will call it a generic. In order
for a drug to be bioequivalent the drug must have the same active ingredients, dosage form,
strength, and route of administration as the original. The two pharmacokinetic measurements,
area under the drug concentration-time curve (AUC) and maximum concentration (Cma), are used
to determine bioequivalence. If a drug is determined to be bioequivalent, i is also thought to be
therapeutically equivalent. While generics should also have no greater potential for adverse
effects, generics are allowed to have differences in color, flavor, shape, appearance, and shelf-life.
They are also allowed to have different salts or esters of the active drug. Some studies have
shown that different salts of the same active drug can have distinct chemical properties.2 343

Many of these resolutions and petitions to change the standards for AEDs include provisions (such
as SB 654) that prohibit a pharmacist from making generic substitutions for AEDs S These
proposals come from pharmaceutical manufacturers, legislative groups, patient advocacy groups,
and professional organizations.

A number of pieces of “less than idea” pieces of literature on this topic are available for review.
One example, a publication by Andrew Wilner, MD, is often quoted in the literature in favor of
legislation similar to SB 654, and yet a number of flaws can be identified that even the author
suggests are fimitations to his findings: (a) the study is retrospective [a weakness]; (b} there was a
4.7% response rate to his survey [a weakness that is not substantiated by a power calculation to
determine the number needed to respond to have a valid study]; (c) the survey was not stated as
being anonymous, possibly deterring responders from participating [a weakness]; {d) the survey
results were not substantiated by documentation from chart reviews - they were simply from
‘memory’ [a weakness].

From: Perucca E, et al 8

Quality of the evidence and interpretation of available data

No randomized controlied trials (RCTs) were identified that compared the effects of generic AEDs
and corresponding brand products in a sizeable number of patients with epilepsy. The only
identified RCT that enrofled at least 50 subjects was a comparative crossover study of 64 patients
assigned to receive in random sequence a generic and a brand product of valproic acid, each for
four-week periods. This study, of limited quality for its modest sample size and its short duration,
did not detect any difference in seizure control and plasma drug levels between the two treatment
periods (Vadney and Kraushaar, 1997).

In contrast to the lack of controlied studies, there are several published reporis of loss or warsening
of seizure control (Koch and Allen, 1978; Pedersen and Dam, 1985, McDonald, 1987; Wyllie et al.,
1087, Sachdeo and Belendiuk, 1987; Hartley et al., 1990;Welty et al., 1992; Jain, 1993; Meyer and
Straughn, 1993; Guberman and Corman, 2000; Burkhardt et al., 2004; Wilner, 2004, Haskins et al.,
2008) or appearance of adverse events {Finestone and Williams, 1985; Gilman et al, 1993; Brown
et al., 1898; Guberman and Corman, 2000; Wilner, 2004; Haskins et al., 2005} following

i [
Pl i i blsafidod

69 Nt bagleviie foad, Uan v

Siores, flonneennsg U600

elephione, (80t 80 210

Foaosiraler 8O0, ARG 135



Lmversiny of Connecticur

Schoo! of Phermacy

substitution of a brand AED with a generic. Many of these reporis date back several years, when
regulatory requirements for the approval of generics were not as stringent as those currently in
force in major industrialized countries (Richens, 1997; American Medical Assaciation, 2006) and
therefore some products of inadequate quality found their way into the market (Bochner et al,,
1672 Sansom et al., 1975; Manson et al,, 1975, Stewart et al., 1975; Tammisto et al., 1976;
Hodges et al.,1986; Mikati et al., 1992; Soryal and Richens, 1992; Meyer et al., 1992, Rosenbaum
etal,, 1994). In 1988, the U.S. Food and Drug Administration (FDA) set up a special committee to
investigate these issues. Between 1988 and 2000, the FDA investigated more than 60 reports of
potential inequivalence of generic products, and has been unable to document a single example of
therapeutic failure when an FDA-designated therapeutically equivalent generic product, which was
manufactured to meet its approved specifications, was substituted for the corresponding brand-
name drug listed in the FDA's Approved Drug Products with Therapeutic Equivalence Evaiuations
(Hennay, 2000).

The frequency with which, disregarding any attribution of cause-effect relationship, the switch from
a brand product to a generic {or vice versa) is associated with a change in clinical status cannot be
established from anecdotal reports: susveys using questionnaires compiled by patients with
epilepsy variably reported frequencies in the order of 11% (Crawford et al., 1986), 14% (Guberman
and Coman, 2000), 23% (Haskins et al., 2005), or even 46% (Chappell, 1993), but these estimates
are probably influenced by sefection bias (the patients who believe to have been affected adversely
by the switch are also those who are most likely to return the questionnaire) and by the subjective,
refrospective and uncontrolled methodology applied in these surveys. Moreover, reported
“problems” do not always refer to a worsening in seizure control. for example, in the survey
conducted by Crawford et al. {1996}, 11% of patienis repored a “validated problem,” but only one
patient (0.4%) complained of reemergence of seizures after 12 months of complete control and
only eight patients (3%) reported “increased seizure frequency.” A report on an initiative by the
International Bureau for Epilepsy, a patients’ organization which expressed concerns about the
‘risks" associated with generic substitution, estimated that the switch from one product to another
may invoive a risk of breakthrough seizures in 1 fo 2% of cases (Van Emmerink, 2005).

While there is no doubt that in some cases a swiich between products can be associated with an
alteration in ciinical status, a critical assessment of available evidence daes not allow us to
establish a cause~effect relation, at least for the majority of reported cases. In a disorder such as
epllepsy, which is known to be associated with spontaneous fuctuation in the manifestations of the
disease, a fransient deterioration in seizure conirol after changing a pharmaceutical product may
be due simply fo chance or to factors which are unrelated to the product prescribed {for exampie, a
change in compliance). This is well ilustrated by the controlled study performed by Vadney and
Kraushaar (1897); of 64 patients randomized to generic substitution in this study, 17 had been free
from seizures during the 12 months preceding randomization. Two of these patients suffered a
seizure recurrence during the study, but in both cases the reemergence of seizures occurred
during the period in which the product takenwas the same ulilized by the same subjects during the
12 months prior to the study!

Some pharmacoeconomic evaluations have been published which suggest that the possible costs
of managing the potential disease deterioration or adverse effects resulting from generic
e d Lot #1 ):.-',:,-‘ et f i/},",{ =:;1r'3 v
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substitution may outweigh the savings from the lower price of generics {Jumac-as et al., 1589,
Crawford et al., 1996; Argumosa and Herranz, 2005). The working group considered these
estimates unreliable, because no unbiased guantitative evidence is available on the possible
adverse consequences of generic substitution. By contrast, it is a fact that the difference in price
between a brand product and a generic can be substantial, sometimes as much as 10-fold (Vadney
and Kraushaar, 1997), even though at times the introduction of a generic may also lead to a
reduction in the price of the brand product.

Overall, generic AEDs meeting current regulatory criteria for bioequivalence represent a valuable
choice in the management of epilepsy by allowing a substantial reduction in treatment costs,
particutarly in patients initlating monotherapy or adjunctive treatment, and in those with persistent
seizures.® Careful review of the literature reveals no adequately powered randomized controlled
trials that assessed the risk / benefit ratio of generic substitution.

I encourage members of the committee to review the attached documents from Welty and the
subsequent editorial comment on it by Dr. Randy Hatton.

Question to the Committee: Should not the passing of such a bill wait until the FDA and AES
have conducted the study discussed in reference 1 (3 paragraph of this fetter)?

Respectfully submitted,
Kevin W, Chamberlin, Pharm?

les/
kwe

Kevin W. Chamberlin, PharmD

Assistant Clinical Professor of Internal Medicine & Geriatrics

University of Connecticut School of Pharmacy

&

Board of Directors, Connecticut Chapter of the American Society of Consultant Pharmacists

1 Cassels C. AES Calls for Definitive Study to Examine Antiepileptic Drug Substitution. Medscape Medical News 20067,
©2007 Medscape. Published online Dec 3, 2007. Accessed: Mar 10, 2008.
(hltp:/iwww.medscape.comiviewarticle/566840)
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I 5D TORIAL

Pharmacy and Generic Substitution of Antiepileptic Drugs:

Missing in Action?

Timothy £ Welty

Ptiblic policy decistons are often
made without full understanding of
the circumstances and issues surrounding
the decision or with a lack of data necded
for rational policy-making. Generic substi-
tution of anticpiteptic drugs (AEDs) is a
controversy brewing outsicde the purview
of the generat public or broad circles of the
pharmacy profession. Many newer AEDs
{cg, zonisamide, lamotrigine, topiramate,
gabapentin, oxcarbazepine) have had or
goon will have patents expire. All of the

Generic substitution of antiepileptic drugs is an tssue that is pathering a tot of
attention in the neurofogy commugity but Is not recelving much attention within
pharmacy. Several proposals have been drafted that restrict a pharmacist's
decisior-making in generic substitution. These proposals highlight concems about
the pharmacy community related to generic substitution, Careful consideration
needs to be given to these issues by pharmacists and pharmacy professional
organizations. Unless phammacy as a profession fakes strong positions in support of
a pharmacist's ability to make decisions about pharmacotherapy and addresses
many of the pharmacy-related problems of generic substitution, policies that
negatively impact phamacy will be established.

KEY WORDS: antiepileptic drugs, epltepsy, generic subsfitution, pharmacy
practice.

Ann Phammacother 2007,41:1065-8,

older AEDs, cxcept divaiproex sodium,
are available in generic products.

Within the ncurology community,
there is concern about generic substitution of AEDs. This
is due to narrow therapeutic windows for some drugs,
complex pharmaceutics and pharmacokinetics of older
agents, and severce consequences if a generic drug fails. A
seizure that could result in harm to the patient or others has
major lifestyle implications.

Current Food and Drug Administration (FDA) bioe-
guivalency regulations require the arca-under-the-curve and
absorption rate of a generic product to be within 80-125% of
mean values for the brand produet and for the 90% confi-
dence interval around the geometric mean for the generic
product to be within the 80-125% range for the brand prod-
uct. The FDA makes no distinction in these standards for
drugs or disease states that are complex or critical, As are-
sult, many have argued that standards for AEDs need to be
stricter due to the complexities of these drugs and epilepsy.
Such revisions may be reasonable and require thoughtful
consideration, However, many of these resolutions and peti-
tions include provisions to prohibit a pharmacist from mak-

Author information provided at the end of the text.

wwwitheannals.com

Published Online, 15 May 2007, wwwtheannals.com, DOL 10.1345/aph, 1K076

ing generic substitutions for AEDs. ™ These proposals come
trom pharmaceutical manufacturers, legislative groups, pa-
tient advocacy groups, and professional organizations. A ma-
jor effort is underway to have state legislatures pass these
proposals inte law. While details of these proposals are im-
portant to understand, the purpose of this editorial is to focus
on the professional issues that these proposed policics raise.
The main idea being put forward is that pharmacists not
be permitted to make generic substitutions without specif-
ic, written permission of the prescribing physician for ev-
cry AED substitution. In some cases, the recommendations
require the pharmacist to also have approval of the patient.
Many pharmacists will complain about the time, effort,
and money required in obtaining physician or patient ap-
proval. However, the issue cuts at something far deeper
and more fundamental to pharmacy as a profession. Phar-
macists are and must be viewed as independent healthcare
providers in the community. They possess the expertise to
understand the issues surrounding generic substitution and,
with the advent of the entry-level Doctor of Pharmacy cur-
ricelum, have the clinical acumen to make sound decisions
regarding generic substitution and pharmacotherapy.

The Annals of Pharmacotherapy & 2007 June, Volume 41 w1065
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This idea is basic 1o collaborative practice agreements
and prescriptive authority legislation that has been imple-
mented in the majority of the states. In most of this legisla-
tion, the pharmacist is given general approval by the physi-
cian to prescribe medication in preapproved situations
without seeking approval for individual paticats. Current
proposals to limited generic substitution of AEDs would
prevent pharmacists from practicing in this manner. Addi-
tionally, the concept of pharmacists being providers of
health care forms the basis of the Medication Therapy
Management legislation in the Medicare Part D plan. A
proposal to prevent pharmacists from making generic sub-

stitutions without approval of a physician negates thesc ba- -

sic principles. It also ignores volumes of data supportive of
programs petmitting pharmacist management of drug ther-
apy. If these restrictive proposals are enacted, the profes-
sion of pharmacy will suffer a sctback of several decades
in its drive to have pharmacists be providers of health care
rather than mere dispensers of medication.

While these proposals are disconcerting and scem to
harm the progress that pharmacy has made as a profession,
a question must be asked as to why they are being consid-
ered, Obviously, reasons outside of pharmacy exist that
cause people to consider restrictions on the autonomy and
professional activities of pharmacists in relationship to pa-
tient care. These peints can be argued and discussed in de-
tail in other places. However, pharmacy as a profession
must consider the possibility that we have contributed to,
and in some cascs, encoutiaged policy makers to restrict
our professional duties and activities,

The foliowing are examples of practices that may have
led to resolutions like those proposed for generic substitu-
tion of AEDs. Too often, pharmacists have succumbed to
insurance companies, managed care organizations, govern-
mental programs, and pharmacy bencfit managers who re-
quire automatic substitution of generic products. Typically,
third-party payers make formulary decisions predominant-
ly on a financial basis; the well-being of the individual pa-
tient is not the primary consideration, In the case of AED
generic substitution, there are clinical situations where
generic substitution is not in the best interest of the patient,
For example, patients who arc seizure-free with their cur-
rent pharmacotherapy regimen may have a seizure when
switched to a generic product.®” If this happens, those pa-
ticnts could injure themselves or others and will lose their
abitity to drive a vehicle, thus having a negative impact on
their job and lifestyle and placing increased burden on
their family or caregivers. Additionally, such proposals add
1o the general perception that generic substitution is ill-ad-
vised and potentially harmful. However, policies and some
state legislation dictate generie substitution regardiess of
the clinical situation and possible consequences for the pa-
tient, Rather than chalienging these policies and laws or
proposing alternative approaches that give greater weight

1066 ®  The Annals of Pharmacotherapy w2007 June, Volume 47

10 each patient, we simply accept the policies and laws, if
pharmacists are to act as independent heaithcare providers,
we need o fight for their right to make independent clinical
decisions about generic substitution without being forced by
third-party payers or government to substitute generic prod-
ucts, especially in the case of epilepsy and AEDs.

It can be argued that the pharmacist is not really forced
in any situation to dispense a generic product. However, in
nearly a third of the states, state law mandates the dispens-
ing of generic products if the physician has not signed for a
brand name product. OQutside of these laws, policies do al-
Jow patients to decide whether they receive a brand or
generic product. Accompanying these policies for third-
party payers, there is typically a requirement that the pa-
tient pays larger copayments or covers the entire cost of
the prescription. A large number of individuals with
epilepsy are unemployed or underemployed due to their
disorder. As 2 result, many of these people have littic or no
insurance coverage for prescriptions. Even an increase in
copayments for prescriptions can place a targe financial
burden on paticnts with eptlepsy, in essence forcing them
to use a generic product even when it may not be in their
best interest. Policies that restrict the pharmacist and patient
in determining whether a generic of brand name AED s the
best choice for their disorder in essence restrict access to care
and do not take into account the specific needs of the patient.
As heaithcare providers, pharmacists need to be strong advo-
cates for patients by arguing for openness and no restrictions
in the patient’s ability to receive optimal care,

Pharmactsts arc also encouraged to substitute generic
products through financial incentives. A combination of
low maximum atlowable costs for drugs with generic
equivalents and current dispensing fees can place pharma-
cists in a difficult financial situation, If pharmacists do not
substitute the least cxpensive product, they may lose mon-
ey. Rather than carefully evaluating the individual needs
and clinical situation of cach paticnt, pharmacists often
substitute a generic product because it 1s financially expe-
dient. Financial and business concerns take precedence
over what is medically best for the individual patient.
When this oceurs, our clinical training is muted and we be-
come business people rather than providers of health care.

Whether it is due to third-party payer mandates or finan-
cial incentives, we pharmacists typically make the substi-
tution, tell the patient that the product is the same drug as
prescrived, but in a generic form, and inform no one other
than the third-party payer that the substitution has been
made. We pride ourselves on our independence to make
this type of decision but forget that we are part of a health-
care tcam. Repeatedly, the Institute of Medicine has identi-
fied the lack of teamwork as a major impediment to im-
proving the quality of health care in the US*" To enhance
teamwork, pharmacists must voluntanly take the initiative
in weighing the decision regarding generic substitution as

www.Hieannals.com



it relates to cach patient case and informing other members
of the healthcare team when generic medications are sub-
stitutcd. Some pharmacists and practice scttings (cg, some
mail-order pharmacies) do attempt to make this a standard
of practice. But in the absence of a profession-wide com-
mitment to collaboration. those outside of pharmacy will
dictate policies and regulations that arc very restrictive and
impair our ability to exercise professional responsibilities
and judgments. We must proactively work at improving
communications with physicians regarding the issues sur-
rounding generic substitution of AEDs and routinely in-
forming physicians of decisions regarding individual pa-
tients. '

For a disorder like epilepsy, it is not always wisc for
routine generic substitution to be enforced. Certainly, phar-
macists have the knowledge and skills to make these types
of clinical decisions, but often do not or are forced to not
take these opportunitics. Pharmacy as a profession needs
to aggressively propose alternatives to blanket generie sub-
stitution plang, allowing individual pharmacists to make
independent clinical decisions without suffering financial
penalties. It can be argued that there are no real alterna-
tives. However, in a recent interview, Mark McClellan
MD, the former head of the FDA and the Centers for
Medicare and Medicaid Services, notes that in consumer-
directed health care, generic substitution is not always the
answer.! He states that Pitney Bowoes” consumer-directed
hicalth plan allows for paticnts with some conditions, like
diabetes or heart discase, to receive brand or generic prod-
ucts and does not require generic substitution, According
to McCleflan, the result is improved adherence to medica-
tions and overall reductions in healtheare costs. Certainly,
epilepsy could be classified with diabetes and heart discase
as a disorder that does not fit the typicai standurds. Innova-
tive approaches to gencric substitution like this are needed
to refocus the system on patient care for patients with
cpilepsy.

Within the system of generic substitution, pharmacists
allow practices that may jeopardize paticnt care, especially
in a disorder like cpilepsy, and add to public mistrust and
confusion. Practices such as using whatever AB-rated
product is cheapest for the month or utilizing manufactur-
ers or repackagers who routinely change sources for their
generic products promote inconsistency in the response of
patients to their medication and promote the idea that
generic drugs are not refiable. Additionally, when a patient
transfers a prescription to another pharmacy, there is a
good chance that a different generic product will be dis-
pensed. As pharmacists, we have the responsibility to en-
sure that the patient recetves the same generic product with
every refill by consistently stocking the same generic prod-
ucts and avoiding manufacturers who are notorious for
switching sources of their products. Through purchasing

wyww theannals.com
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agreements, we can hold wholesalers accountable for a
supply chain that consistently provides the same generic
products.

In negotiating contracts with third-party payers, we need
to propose innovative approaches that provide incentives
for improved pharmacotherapeutic outcomes in patients
rather than controlling practice through financial or other
disincentives. Pharmacists can also determine what gener-
ic product the patient has been receiving and use the same
product when a paticnt transfers a prescription from one
pharmacy to another. Additionally, we must voluntarily
and aggressively participate as members of the healthcare
team, informing physicians, nurses, and physician assis-
tants of actions related to generic substitution or other
pharmacotherapy issues related to cach patient. As health-
care professionals who are responsible to the public and
our patients for pharmacotherapy and its outcome, we
must attempt to do everything possible to guarantee that
any generic substitution is done in a manner that provides
maximal benefit to individual patients.

Beyond what individual pharmacists can do, profession-
al organizations like the American Pharmacists Associa-
tion, the American Society of Health-System Pharmacists,
the American College of Clinical Pharmacy, and the Na-
tional Community Pharmacists Association must develop,
endorse, and lobby for policies that recognize the rightful
place of pharmacists in making decisions about generic
substitution. These positions need to go beyond simply
supporting generic substitution; they must recognize the
abitity of pharmacists to make appropriate clinical deci-
sions concerning generic substitution for individual pa-
ticnts, without restrictions or coercion. Professional organi-
zations need to work closely with their membership to un-
derstand all of the issues surrounding generic substitution
and develop methods to avoid and overcome the pitfalls
associated with common pharmacy practices in this arca,
Additionalty, professional organizations are in a position to
coliectively address the issues of generic substitution of
AEDs with third-party payers, government agencies, and
legistative bodies, supporting alternatives that benefit pa-
tients, pharmacists, and payers of health care. Without this
type of leadership, we may be saddled with policies that
are encurnbering for patients and pharmacists.

Even with AEDs, generic substitution can be an effec-
tive method of reducing costs of medications and improv-
ing access to care. However, unless pharmacists aggres-
sively address the problems inherent in generic substitution
and assert their position as independent healthcare
providers in coliaboration with physicians, individuals and
groups outside of the pharmacy profession will restrict our
ability to be independent practitioners and foree us to ac-
cept policices that are harmful first to our patients and ulti-
mately 1o our profession.

The Annals of Pharmacotherapy & 2007 June, Volume 41 w1067
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Timothy E Welty PharmD FCCP BCPS, Professor, Department of
Pharmacy Practice, McWhorter School of Pharmacy, Samford Uni-
versity, Birmingham, AL; Adjunct Associate Research Professor, De-
partment of Neurology, University of Alabama, Birmingham
Reprints: Dr. Weltly, Department of Pharmacy Practice, McWhort-
er School of Pharmacy, Samford University, 800 Lakeshore Dy, Bir-
mingham, AL 35220, fax 205/726-2669, tewelty@ samford.edu
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EXTRACTO

La substitucion de genéricos de medicamentos antiepilépticos es un
asunto que ha generado mucha atencidn en la comunidad de neurologha,
pero gue no ha recibido mucha atencidn dentro de ta comunidad
farmacéutica. Algunas de las propucstas gue han side redactadas
restringen la decisidn del farmacéutico de tomar decisiones en ceanto a
la substitucicn de geadricos. Estas propucstas enfatizan la preocupaciion
sobre k comunidad farmacéutica relacicnado a la substitucion de
geneicos. Los farmacéuticos v las orpanizaciones del profesional de
farmacia deben proveerle una consideracidn cuidadosa a este asunto.
Hasta que la profesica de farmacta tome una posicion enfatica que
apoye la capacidad del fanmacéutico para tomar decistones en cuante a
Ia farmacoterapia y se oxprese en relacién a los problemas refacionados
a la substitucidn de medicamentos, se establecerdn politicas que afecten
de forma negativa la prefesidn de farmacia,

Arnette Perez

RESUME

La substitution générigue des anticonvulsivants ¢st une question astirant
beaucoup ['attemion de fa communawié des sciences newrologiques mais
recevat peu d'attention de la communautd pharmaceutique, Des projets
de propositions pour restreindre los activitds de substitution de
médicaments générigues par le pharmacien ont &é rédigés, Ces
propositions mettent en fumitre les eraintes face b la subsgitution
générique par les pharmaciens, Les pharmacions et les assoctations
professionnelios pharmaceutiques devraient évaluer ces points avee
beaucoup d"attention. La communauté pharmaceutique deveait se
positionncr sur les différents enjeux ¢t probldmes relics A Ta substitution
des mddicamens. Des politiques restrictives affectant négativement la
pratique de fa pharmacie dsquent d'étee Gablies & moins & une prise de
position ferme par la communauté pharmaceuticue supportant les
capaciids du pharmacien 3 poser un jugement clinique sur la
pharmacethérapic. Le rdle du pharmacien comme prestataire de soins
metopome travailiant en coliaboration avee les médecing doit étre
détendu avee vigueur par les pharmaciens ot leurs associations
protessionnelles.

Muarie-Claude Viunior

www theannals.com



of the disease.? In the feter o the editor. the author postulates that the
same mechanism is the reason that naltrexone has been found 10 help
autistic patients.* Naltrexone is an opiate antagonist approved by the
Food and Drug Administration (FDA) tor the treatment of atcohot de-
pendence and for the reversal of effects of an opioid.

There are no published scientific studies or case reports that have doc-
unsented the vse of naltrexone for MS. However, much ancedotal infor-
mation can be found on the Internet: a search for naltrexone and multiple
sclerosis yiclded over 60000 results. Numerous Web sites are dedicated
to spreading the word on this polential therapy. Several Web sites of
cormpounding pharmacies advertise their experienoe in compounding
formulations of low-dose naltrexone. However, as healthcare profession-
als know, Internet-based ancedotal evidence is not a replacement for
sound scientific data,

In the past, the National Multiple Sclerosis Society {NMSS) has roc-
ommended that patients with MS avoid naltrexone.® Many Web sites
state that naltrexone works in MS by boosting the immine system.® Be-
cause MS is thought 1o be an auteimmune discase, anything that may
boost the immune system has the potential of wossening the discasc.
Current FDA-approved tremments, including interferon-8 and glati-
ramer, mitexantrone, and natalizumab, modulate the immune response
rather than boost it.! However, the NMSS is now encouraging clinical
trials on the subject.?

Clinicai trials involving the use of naltrexone in MS paticnts arc cur-
rently wnderway.™ The results of these studies, especially those involv-
ing patients with M3 will be important.

Drae to the fimitations of the conventional theropies for MS, including
the potentind Tor serious adverse events, inconvenient administration, and
high costs, many paticnts with MS are cager 1o Iry low-dose naltrexone.
Given the kge worldwide interest in this subject. data from clinical 1ri-
als will be of great interest,

Priti N Patel PlarmD 8CPY
Assistart Clinical Professor
Department of Clinteal Pharmacy Praciice
Director
St Johms University Drug Information Center
College of Pharmacy and Alfied Health Professions
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Comment: Pharmacy and Generic Substitution of Antiepileptic
Drugs: Missing in Action?

TO THE EDITOR: | have conceras about Dr. Welty's recent editorial re-
garding the generic interchange of antiepileptic drugs (AEDs)! A
premise of this editorial is that the bicequivalency standards of the Food
and Drug Administration {FDA) are inadequate for specific drugs or dis-
eases. There is insuificient evidence to draw this conclusion.

The FDA's bioequivakency standards are rigoreus and are designed 10
allow for generic imerchange with the same consistency as lot-1o-fot
variability of brand-name drugs.? If there are problems with the FDA's
standards, then they should be changed. The first step, however, is to
prove scientifically that there are problems with specific drugs, patient
popuiations (eg, pediatrics), or diseascs. At this point, there is only ance-
dotal evidence. There are no published randorized controlled trials that
have demonstrated that A-rated AEDs are not bicegiivalent to branded
AEDs. In fact, FDA-sponsored stadies for generie carbamazepine
showed no differcnce in safety or efficacy for brand-names of carba-
mizepine.?

Case reports are limited by lack of contrel groups, When pagients are
switchod 10 a generie drug and a problem occurs, patients and preseribers
associate the problem with the generic dreg, However, probiems occur
every day when patients remain on 4 brand-name AED. In this case, the
problem is not btamed on the brand, Randomized, blinded controfled tri-
als are needed to avoid this bias.

Whea Coumadin came off patent and generic versions of warfurin
first became available, there were concerns that the generic versions
would result in unnecessary variation in intersational normatized ratios
{INRs) and, possibly, worse paticnt outcomes.™ Randomized rials do
not support ancedotal observations of problems with INRs,® and a recent
large cpidemiclogic study of generic and brand-name warfarin did not
find any differences in INR monitoring or patient outcomes.*

If controlied data genernted for AEDs reveal problems, the FDA
should muke its siandards more rigorous ot gxempt eertain drugs from ils
cyuivalency standards, Further, various lots of brand-nime drugs should
e studied 10 ensure thit they are biocguivalent. Any brand manyfactur-
ing chunge should require evidence that the brand continues to meet
more stringent standiards,

I agree with Dr. Welty that state-by-state changes in faws that forbid
generie interchange of drugs based on diseases are not a positive devel-
opment. if these faws are passed, a pharmacist could not casily dispense
generic gabapentin to a patient preseribed Neusontin for pain unless the
preseriber were reguired to put the indication For use {ic, epiiepsy) on the
prescription, In Florida, where I reside, this practice would not diffoer
much frens current luw, which forbids generic interchange when “medi-
cully necessary™ is written on the Face of an AED prescription,

The forced dispensing of brand-name drugs will increase patiems
out-of-pocket expenses and/or preseribers” and pharmacists” workloads,
At best, if patieats cunnot afford higher copayments for brand-name
drugs, written authorization for generic prescriptions will generate eie-
phone calls and faxes, At worst, if patients are unable to pay for higher
priced brand-name drugs, patient adherence could be atfected.

Payors, whether paticnts or third purties, showld net be expected 1o in-
crease their expenditures by paying for brand-name drugs withow evi-
denee to support the higher costs. The group that witl definitcly benefit
{lnancially from mandated brand-rame dispensing witl be brand-name
manufacturees, who wilk have exclusivity that will never expire. 1t is in-
teresting to note that state legislative initlatives w Hmit generic inter-
changes are occurming at a time when more widely preseribed drugs are
coming off patent and drisg companies’ revenues are falling. It frightens

Commuats or articles previeasty published ane submitted 1w the wsthors ol those urd-
cles, When no reply is published. either the author chose not W respond or did not do
50 by o mely fashion, Comments and replies are not peer neviewed.~ED,
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e when “policy makers” (ie, politicians) make unscientific healthcare
decisions.
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AUTHOR'S REPLY: § greatly appreciate the comments from Dr. Hation
and the issues raised by hiny with regard 10 my editortal. This type of
open discussion and dialogue is needed to determine the appropriate
course of action for policy and legisiative decisions. In reality, our views
are probably not extremely disparate, However, several points that Dr.
Hatton presents need to be understood completely within the contest of
the unique femtares of epilepsy,

Dr, Hatton correetly notes shat the FDA standards for biocquivalency
are rigorous and scientifically sound. Generally, those standards are suf-
ficient for maost discase states and their management. Indeed, a sef-study
on the quality of FDA decisions regarding bioequivalency for all ap-
proved generic diugs showed that means for bloeguivalence parameters
were within 5% of the tnnovator product.? Even in light of these facts,
there remains a risk, albeit smail, that an approved generic AED is not
equivalent 10 the innovator product, Because the failure of generic AEDs
has the potential to bring acute and chronic harm to the patient (og, in-
Jury during a seizure, loss of employment, death) and harm 1o others (cg,
injury in an autemobile accident duc w a seizure), it is legitimate to ask
whether even the smali risk of nonequivalence that accompanies current
FDA standards is at an acceptable level for a discase such as epiiepsy. In
other words, would paticnts with epilepsy, as well as the public, be better
served by stricter biocquivalence standards to reduce the risk of failure
with a generic produet? This question deserves carcful consideration and
study.

“Fhere is a paucity of daa (especially from contrelled clinical srials) to
indicate a problem with generic substitution of AEDs. However, some
studies indicase potenstal problems, at least with cenain drugs or formu-
lations. Burkhard1 et al.* reported reduced serum concentrations of
phenytein and increased seizures in 8 patients who were switched to

www: theannals.com
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generically equivalent phenytoin, In a suudy of approved generically
cquivalent sustained-relcase carbamazepine preparations, Mayer ¢t al?
demonstrated stgaificant differences in scrum concentrations achieved
with the 2 products used in the same individuals. Although these prod-
ucts were approved in Germany, they did meet the FDA and Evropean
Union standards for bioeguivalence. A review of a pharmacy claims
database in Canada showed that 12.9% of paticnts who were switched to
generic lamotrigine switched back to the brand-name product.? In the
same study. approximately 209 of paticnts who were swilched to gener-
ic clobazam or divalproex returned o the brand-name products. Addi-
tionally, use of added AEDs signilicantly increased in patients who
switched to and remained on generic products, While none of these stud-
ies provides definitive proof of a probiem with gencric AEDs, they raisc
the possibitity that current FDA standards ase not sufficient for determin-
ing bioeguivalence of AEDs,

Pr, Hatton compares concerns about AEDs with the controversy that
has surrounded the use of gencric warfarin, Some of the issucs with
AEBs may be stmilar 1o those raised abowt warfarin; however, there is a
major difference between generic substitation of warfarin and geacric
substitution of AEDs. With warfarin, the international normalized ratio
is an castly measured and validated laboratory sest that accurately pre- -
dicts the risk of bleeding or thrombosis, The effects of warfayin arc rou-
tinely monitored using this test, and dosages are adjusted to maintain the
INR within well-cstablished therapetic ranges, Carcfu! monitoriag of
the INR reduces the probability of clinical problems associated with
generie substitution of warfarin, Unfortunately, in epilepsy there is no
test or assessment method that predicts the risk of a seiawe, other than a
paticni consistenaly receiving appropriate doses of AEDs, Even the mea-
surement of AED serum concentrations has not correlated with elfective
contrel of seizures,® The ondy frue indicator of a generic drug Tailure in
epilepsy is a breakthrough seizure. When the sreatment goa! is elimina-
tion'of selzures, it is inappropriate 1o place the patient at risk of a seizure
und the harm it can cause to serve s an indicator of a generic AHD fail-
ure, Because there is no test that predicts the risk of a seizure, the ¢om-
parison with genetic warfarin is neither equivalent nor appropriate.

Finally, [ agree with Dr, Flatton that it is frightening (o have unin-
Formed individuals making policy and fegistative decisions sbout health
care. Reactionary positions are ofien fucled by misinformation or inade-
quate understanding, People @ all levels of the dectsion-making process
about the regudagion of AEDs should possess a thorough understanding
of epilepsy and its management in addition w having data aboul bice-
guivatence and drug Formulations. {t woutd seem most prudent 1o con-
venc a national dislogue and study of this topic to determine she best
poticies and approaches regarding the issues surrounding generic subsi-
tution of AEDs. Perhaps my editorial and she comments by Dr. Fation
wilt spur additional dialogue and fead to a national mecting 1o congider
these issucs.

Timothy & Welty PhurmD FCCP BCPS
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Correction: Rates of Adverse Events of Long-Acting Opioids ina
State Medicald Program

In this article (2007:41:921-8), in the second paragraph under “Results,
the sceond semtence should read “For the primary outcome of time to
first ED or hospitalization for opioid-selited adverse events, subjects in

"

the oxycodone ER cohort were 55% less likely to have an event com-
pared with the morphine ER cohort.” The "Results™ section of the ab-
stract should be similarly correcied from 35% 10 55%.
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